Mass spectrometric analyses
After centrifugation, supernatants were used for flow-injection mass spectrometry analysis. The liquid chromatographic system (Agilent, Waldbronn, Germany) was coupled to a triple quadrupole mass spectrometer (QTRAP4000, Sciex, Darmstadt, Germany) with an electrospray ionization source. Analyses were split in two periods per sample each with 30 µL injection volume to cover the full range of analytes. Samples were injected to 40 µL/min mobile phase with isocratic elution (76% isopropanol, 19% methanol and 5% water) which results in broader peak elution than normal flow-injection analyses to ensure enough data points for the mass spectrometry analyses. Low flow rates were found to reduce lifetime of ESI needles, which would affect reproducibility and thus the flow was diluted by adding a further 200 µL/min mobile phase "post-column" via T-piece adapter to stabilize the electro spray for ionization. Mass spectrometric analysis was run in Multiple Reaction Monitoring mode. Period one was run with positive and negative ionisation and period two was run with positive ionisation.
Quantification
Quantification of metabolites has been done by comparison of signal-to-internal standard-ratios between samples and commercial available lyophilized aliquots of control plasma (Recipe, Germany). The concentrations of the control plasma were determined by AbsoluteIDQ p150 Kit from Biocrates®, a previous published LC-MS/MS method (Uhl, JChormB, 2011) and by inhouse quantification with various standards. The entire analytical process was post-processed by Analyst 1.5.1 and the isotopomer correction for up to M+4 was applied by R (programming language, version 3.0.1). 
